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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address » 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 

WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)^ Responsive to communicationfs) filed on 09 July 2007 , 
2a)n This action is FINAL. 2b)KI This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 1^ Claim(s) 1-26 is/are pending in the application. 

4a) Of the above claim(s) 9 and 15-26 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) S Claim(s) 1-8 and 10-14 is/are rejected. 
?)□ Claim{s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10)^ The drawing(s) filed on 23 March 2005 is/are: a)S accepted or b)n objected to by the Examiner, 
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C, § 1 19(a)-(d) or (f). 
a)n All b)n Some * 0)0 None of: 

1 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1 ) K Notice of References Cited (PTO-892) 4) □ Interview Sunnmary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review {PTO-948) Paper No(s)/Mail Date. 

3) El Information Disclosure Statement(s) (PTO/SB/08) 5) □ Notice of Infomnal Patent Application 

Paper No(s)/Mail Date 3/23/05 . 6) □ Other: . 
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DETAILED ACTION 

An amendment was received and entered on 7/9/07. 

Applicant's election with traverse of Group 1 is acknowledged. Traversal is on 
the grounds that it would not be an undue burden to search additional inventions. This 
is unpersuasive because search burden is not a criterion for restriction under 35 (JSC 
372. Under 35 USC 372, a lack of unity analysis carried out in accordance with the 
PCT Rules. The claimed inventions lack unity of invention for the reasons set forth in 
the restriction requirement, i.e. failure to make a contribution over the prior art. 
Therefore the restriction requirement is still deemed proper and is therefore made 
FINAL. 

Claims 9 and 15-26 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement in the reply 
filed on 7/9/07. 

Claims 1-26 are pending in the application. 

Claims 1-8 and 10-14 are under consideration. 

Priority 

The instant application is the national stage of PCT/US03/29536, filed 9/24/03 
which claims benefit of US Provisional Application 60/412,780, filed 9/24/02. The 
provisional application fails to provide support for nanoparticles that are not cationic, 
such as those embraced by instant claims 1, 3-8, and 10-14. Accordingly the effective 
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filing date of claims 1. 3-8 and 10-14 is 9/24/03. The effective filing date of claim 2 is 
9/24/02. 



Claim Objections 

Claims 1-7 and 10-14 are objected to because they read on non-elected subject 
matter, i.e. nanoparticles comprising an immunogenic antigen. 

Claim 10 is objected to. Insertion of a space between *d' and 'm' in 
"andmonophosphoryl" is recommended. 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or In public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

(e) the Invention was described In (1) an application for patent, published under section 122(b), by. 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the International application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 



Claims 1, 2, 5-8, 13. and 14 are rejected under 35 U.S.C. 102(b) and (e) as being 
anticipated by Feigner et al (US 5,264,618). 
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Feigner taught compositions comprising complexes of nanoparticulate liposomes 
and nucleic acids encoding immunogens (i.e. nucleic acid vaccines), and their use to 
stimulate immune responses with coadminstration of an adjuvant. See abstract; column 
7, lines 39, 40, and 49-56; column 8, lines 5-8; column 15, lines 39-43; column 18, lines 
30-33, and 43-53. The liposomes must contain cationic lipids, and can also contain 
neutral (e.g. phosphatidylethanolamine) and/or anionic lipids (see column 14, lines 27- 
33). These lipids are considered to be surfactants because they are amphiphilic. 
Absent a limiting definition in the instant specification, the term "oligonucleotide" is 
considered to embrace the antigen encoding nucleic acids of Feigner. 

Claims 1, 8, 10, 11, 13, and 14 are rejected under 35 U.S.C. 102(b) and (e) as 
being anticipated by Langer et al (US 20020131951, published 3/19/02). 

Langer taught compositions comprising an adjuvant such as cholera toxin and 
cationic nanoparticles comprising a nucleic acid encoding a polypeptide antigen. See 
abstract and paragraphs 37, 90, 91 , and 99. The nucleic acid can be DNA or an 
oligonucleotide, see paragraphs 1 1 and 39. Absent a limiting definition in the Instant 
specification, the term "oligonucleotide" is considered to embrace the antigen encoding 
nucleic acids of Langer. 

Claim 2 is rejected under 35 U.S.C. 102(a) and (e) as being anticipated by 
Langer etal (US 20020131951). 
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Langer taught compositions comprising an adjuvant such as cholera toxin and 
cationic nanoparticles comprising a nucleic acid encoding a polypeptide antigen. See 
abstract and paragraphs 37, 90, 91 , and 99. The nucleic acid can be DNA or an 
oligonucleotide, see paragraphs 1 1 and 39. 



Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though.the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1 and 3 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Langer et al (US 20020131951, published 3/19/02). 

Langer taught compositions comprising an adjuvant such as cholera toxin and 
cationic nanoparticles comprising a nucleic acid encoding a polypeptide antigen. See 
abstract and paragraphs, 1 1 , 37, 90, 91 , and 99. The nucleic acid can be DNA or an 
oligonucleotide, see paragraphs 1 1 and 39. 

Langer did not specifically teach neutral nanoparticles. 

However, at paragraph 81 on page 10 Langer taught generally that the cationic 
polymers allowed nucleic acids to pass through membranes by reducing their charge to 
be neutral or slightly positive. Accordingly, it would have been obvious to one of 
ordinary skill in the art at the time of the invention to use an amount of polycation that 
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resulted in either neutral or slightly positive nanoparticles when complexed to nucleic 
acids. 

Claims 1, 3, and 4 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Langer et al (US 20020131951, published 3/19/02) in view of Wolff et al (WO 
00/03694). 

Langer taught compositions comprising an adjuvant such as cholera toxin and 
cationic nanoparticles comprising a nucleic acid encoding a polypeptide antigen. See 
abstract and paragraphs, 11, 37, 90, 91, and 99. The nucleic acid can be DNA or an 
oligonucleotide, see paragraphs 1 1 and 39. 

Langer did not specifically teach neutral or anionic nanoparticles. 

Wolff taught that the charge of polycation/nucleic acid complexes could be 
adjusted by addition of polyanions, and suggested that this should be done for a variety 
of reasons including the fact that non-specific binding of cationic particles hinders 
cellular targeting (i.e. since cell membranes tend to be negatively charged, cationic 
particles tend to bind without specificity), and the fact that positive charge has an 
adverse effect on biodistribution of complexes in vivo. See page 4, lines 22-25 and 
page 18, lines 18-22. Wolff taught that the net charge of the recharged complexes could 
be positive, negative, or neutral. See page 17, lines 22-24. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to readjust the charge of the complexes of Langer, according to the teachings 
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of Wolff in order to obtain the advantages disclosed by Wolff, e.g. more specific 
targeting, and improved biodistribution. 

Claim 12 is rejected under 35 U.S.C. 103(a) as being unpatentable over Langer 
et al (US 20020131951. published 3/19/02) as applied to claims 1 and 3 above, and 
further in view of Deng (US 6,667,295). 

Langer taught compositions comprising an adjuvant such as cholera toxin and 
cationic nanoparticles comprising a nucleic acid encoding a polypeptide antigen. See 
abstract and paragraphs, 1 1 , 37, 90, 91 , and 99. The nucleic acid can be DNA or an 
oligonucleotide, see paragraphs 1 1 and 39. 

Langer did not specifically teach the use of monophosphoryl lipid A as an 
adjuvant. 

Deng taught that either cholera toxin or monophosphoryl lipid A were suitable 
adjuvants for use with DNA vaccines. See column 25, lines 19-29. 

MPEP 2144.06 indicates that when it is recognized in the art that elements of an 
invention can be substituted, one for the other, while retaining essential function, such 
elements are art-recognized equivalents. An express suggestion to substitute one . 
equivalent component or process for another is not necessary to render such 
substitution obvious. Furthermore, MPEP 2144.07 indicates that the selection of a 
known material based on its suitability for its intended use supports the detennination of 
prima facie obviousness. Thus it would have been obvious to one of ordinary skill in the 
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art at the time if the invention to substitute monophosphoryl lipid A for cholera toxin as 
an adjuvant in the invention of Langer. 



Conclusion 



No claim is allowed. 



Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 571- 
272-0762. The examiner can normally be reached Monday through Friday between the 
hours of 6:00 AM and 3:30. The examiner is off on alternate Fridays, but is sometimes 
in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, J. Douglas Schultz, can be reached at (571) 272-0763. The official central 
fax number is 571-273-8300. Any inquiry of a general nature or relating to the status of 
this application or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 




Richard Schnizer, Ph.D. 
Primary Examiner 
Art Unit 1635 



